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Introduction  
 
Oral leukoplakia, having an estimated global prevalence of approximately 2%
1
, is 
defined as “A white plaque of questionable risk having excluded (other) known 
diseases or disorders that carry no increased risk for cancer.”
2 
A rare form of 
leukoplakia, called Oral Proliferative verrucous leukoplakia(OPVL) was described three 
decades ago by Hansen et al. Based on a long-term study, they described it as a 
disease of unknown origin with a strong tendency to develop carcinoma.
3
 OPVL 
considered to be potentially malignant
2
, is a long term progressive condition, which 
initially commences as a homogenous harmless leukoplakia and, with time becomes 
multifocal, either confluent or isolated
4
. The etiology of OPVL is unknown, though few 
studies claim there is an association between the disease and HPV
4
. However, there 
are no studies in literature giving a clear understanding of the etiology of this 
enigmatic disease. The major problem with regards to this lesion has been its 
diagnosis, which has to be made retrospectively and also with a close communication 
between the clinician and the pathologist
5
. A diagnostic criteria for this lesion was 
proposed by Cerero-Lapiedra R et al
6
 in 2010, later modified by Carrard VC in 2013
7
. 
However, a universal criteria accepted and adopted by WHO would ease issues in this 
regard. In the present article, we describe a case that possibly may have been an OPVL. 
 
CASE REPORT: 
A 47 year old male was referred to M.S.Ramaiah Dental College and Hospital, 
Bangalore from a private clinic, provisionally diagnosed with leukoplakia of left and 
right buccal mucosa and smoker‟s palate. He gave a history of the lesion in the left 
and right buccal mucosa approximately 6 years back. He also gave a history of 
smoking beedi (A thin Indian cigarette filled with tobacco without a filter) , 3-5 times a 
day for the past 15 years. 
 Intra-oral examination revealed a diffuse greyish white patch extending from the 
angle of the mouth to the retro-molar trigone on both the left and right buccal 
mucosa. 
 
mucosa. The lesion seemed to extend on to the lower labial mucosa. The lower labial 
mucosa showed multiple excrescences distinctly white in colour with well-defined 
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Abstract      
                         
Oral Proliferative verrucous leukoplakia (OPVL), an aggressive and rare form of leukoplakia, is a 
long term progressive condition which in the initial stages starts as a harmless benign lesion. 
Eventually it may progress over a period of time to become multifocal, exophytic and 
malignant. This stumper of a disease, ambiguous in etiology, diagnosis and management poses 
a challenge to the clinician and the pathologist. This lesion is refractory to treatment and more 
often than not, recurs. In this article, we describe a case that possibly may have represented an 
OPVL. 
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Fig.5 Keratosis of the hard palate extending to the uvula and the anterior faucial pillars.  
Fig.4 Diffuse keratosis with multiple excrescences on the hard 
palate.  
Fig.3 Multiple excrescences roughly 2x2 mm each on the lower 
labial mucosa. 
Fig.2 Diffuse greyish white patch on the right buccal 
mucosa extending anteriorly to the lower labial mucosa and 
posteriorly to the retro-molar area. 
Fig.1 Diffuse greyish white patch on the left buccal mucosa 
extending anteriorly to the lower labial mucosa and 
posteriorly to the retro-molar area. 
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Based on history and clinical examination a provisional 
diagnosis of leukoplakia was made. 
Two incisional biopsies, one from the left buccal mucosa 
and the other from lower labial mucosa were evaluated 
using Hematoxylin and Eosin by the department of Oral 
Pathology. 
Histopathologically both the tissues revealed a 
hyperkeratotic stratified squamous epithelium showing 
dysplastic features like basilar hyperplasia, loss of basal 
polarity, prominent nucleoli and irregular stratification 
confined to the lower third of the epithelium. A 
diagnosis of “Mild epithelial dysplasia” was made. (Fig 6 
& 7). 
 
Fig 6 – Note the hyperkeratosis and broad, blunt rete 
ridges 
 
Fig 7 –Note the broad rete ridges, loss of basal polarity & 
mild pleomorphism. 
  
DISCUSSION 
 
OPVL was first described by Hansen et al in 1985, as a 
lesion which sets about as a white plaque of 
hyperkeratosis, which after a period of time becomes 
multifocal, either confluent or isolated, and verrucous. 
This lesion, now under the umbrella of potentially 
malignant disorders
2
, is an aggressive lesion due to its 
disposition to occupy multiple sites, recur after 
treatment and turn malignant (70-100% cases).
 3, 8, 9
 
 
Case series and reports over the years have expounded it 
as slow-growing yet persistent, irreversible and resistant 
to all forms of treatment with a high recurrence rate.
3-12 
Sometimes these lesions may have red areas 
interspersed in between or may manifest as a red rather 
than a white lesion.
7
 Other features identified as 
characteristic are its predisposition in women (4:1) and 
older patients (mean age of 60), lack of risk factors and 
its predominant occurrence at the buccal mucosa and 
tongue
5
, though few other studies consider the 
keratinised sites, gingiva and alveolar ridge to be most 
frequently affected.
13, 14
In contrast, the present case 
transpired in a 47 year old male, with relevant history of 
beedi smoking for more than 15 years. Van der Waal and 
Reichert
15
 in their review in 2008 have mentioned that it 
could occur in smokers as well as non smokers. With 
regards to the location, the present case had a multifocal 
spread involving the left and right buccal mucosa, lower 
labial mucosa, hard palate, uvula and the anterior faucial 
pillars. 
 
The etiology of this lesion has puzzled oral pathologists, 
as endeavours towards this, over the years have been in 
vain. Expression of transforming growth factor-alpha, 
DNA ploidy, Epstein Barr virus, p53 expression and 
human papilloma virus have been studied in PVL
15
, none 
being fruitful. 
 
Hansen et al suggested a histological spectrum for this 
lesion which was later modified by Batsakis et al. The 
spectrum ranges through simple hyperkeratosis, which 
can progress, with or without stages of various degrees 
of epithelial dysplasia, to verrucous hyperplasia, 
verrucous carcinoma or squamous cell carcinoma.
7
 
Morton et al 
16
 stated that early stages of OPVL may be 
mistaken for oral lichen planus as it may also  present 
with a lichenoid pattern (having both basal cell 
degeneration and subepithelial lymphocytic infiltrate).  
 
Diagnosis of this lesion should be based on both the 
clinical and histological evidence of progression
8
. Table 1 
gives the criteria listed by Cerero-Lapiedra et al
6 
in 2010. 
 
In order to make the diagnosis of PVL,  Cerero-Lapiedra 
R et al proposed that one of the two following 
combinations of criteria mentioned in Table 1 should be 
met: three major criteria (being E among them) or two 
major criteria (being E among them) plus two minor 
criteria. 
H&E 4X 
H&E 20X  
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              Major Criteria                  Minor Criteria 
A leukoplakia lesion with more than two different 
oral sites, which is most frequently found in the 
gingiva, alveolar processes and palate. 
An oral leukoplakia lesion that occupies at least 3 
cm when when adding all the affected areas. 
The existence of a verrucous area. That the patient be female. 
That the lesions have spread or engrossed during 
development of the disease. 
That the patient (male or female) be a non-smoker. 
That there has been a recurrence in a previously 
treated area. 
A disease evolution higher than 5years. 
Histopathologically, there can be from simple 
epithelial hyperkeratosis to verrucous hyperplasia, 
verrucous carcinoma or oral squamous cell 
carcinoma, whether in situ or infiltrating. 
 
 
Table 1:  Cerero-Lapiedra R et al’s diagnostic criteria 
However, in 2013, Carrard VC
7
 et al suggested to simplify 
the diagnostic criteria of PVL by omitting the distinction 
between major and minor criteria. They modified it by 
listing only four criteria all of which should be met to 
confirm diagnosis of OPVL. 
1. Leukoplakia showing the presence of verrucous or 
wart like areas, involving more than  two oral sub 
sites. The following oral subsites are recognized: 
dorsum of the tongue (unilateral or bilateral), border 
of the tongue, cheek mucosa, alveolar mucosa or 
gingiva upper jaw, alveolar mucosa or gingiva lower 
jaw, hard and soft palate, floor of the mouth, upper 
lip and lower lip. 
2. When adding all involved sites the minimum size 
should be at least three centimeters 
3. A well-documented period of disease evolution of at 
least five years, being characterized by spreading, 
enlarging and the occurrence of one or more 
recurrences in a previously treated area. 
4. The availability of at least one biopsy in order to rule 
out the presence of a verrucous  carcinoma or 
squamous cell carcinoma. 
The present case seemed to satisfy both Cerero-Lapiedra 
R et al‟s criteria as well as Carrard VC et al‟s criteria. 
According to Cerero-Lapiedra R et al‟s criteria the 
present case satisfies 3 major and 2 minor criteria, them 
being: 
MAJOR CRITERIA: 
1. A leukoplakia lesion with more than two 
different oral sites, involving buccal mucosa of 
both sides, lower labial mucoa, hard palate, 
uvula and anterior faucial pillars. 
2. The existence of a verrucous area. The lesion in 
the present case, though not being typically 
warty(exophytic), met the definition given by 
Warnakulasuriya et al
2
 in 2007 by being wrinkled 
and corrugated. It was also supported 
histologically by being hyperkeratotic. 
3.  Histopathologically the lesion revealed mild 
epithelial dysplasia. 
MINOR CRITERIA: 
1. The lesion occupied more than 3 cm when all 
the affected areas were taken into account.. 
2. A disease evolution of 6 years. 
The present case also satisfied the criteria given by 
Carrard VC et al. 
 
CONCLUSION 
Though this lesion was reported provisionally as 
„leukoplakia‟ and histopathologically as „mild epithelial 
dysplasia‟, it could possibly represent a case of OPVL 
since it satisfied both Lapiedra CA et al‟s and Carrard VC 
et al‟s criteria. 
We would also like to reiterate the proposal made by 
Jose M Aguirre-Urizar
17
 regarding the nomenclature of 
this enigmatic lesion. He proposed the term 
“Proliferative multifocal leukoplakia” to the conventional 
„Proliferative verrucous leukoplakia‟. He remarked that, in 
many cases the initial lesions may not necessarily be 
warty, and when they do, they more often than not 
23 
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histopathologically correspond to verrucous carcinomas. 
Hence he was of the opinion that the warty or the 
verrucous appearance need not necessarily be one of the 
criteria for diagnosis. We are in conjunction with him and 
also believe that the most important diagnostic criteria 
for this lesion are its proliferative growth and its 
involvement of multiple sites. 
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